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AMENDMENTS TO THE CLAIMS 



Please amend the Claims as follows. Deleted subject matter is indicated in bold 
text with a strike out and added subject matter is indicated with bold text that is 
underlined. It is believed that no new matter has been added by any of these changes. 
This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

1 . (Currently Amended) A method of treating one or more conditions associated 
with p38 kinase activity wherein said conditions are selected from the S'^Q^P consistinja; 

disea s e, chronic pulmonary inflammatory disease^ inflammatory bowel disease, 
osteoporosis, graft vs. host rejection, psoriasis^ psoriatic arthritis^ traumatic arthritis, 
rubella arthritis, gouty arthritis and osteoarthritis, comprising administering to a patient in 
need thereof at least one compound having the formula (I): 



or a pharmaceutically acceptable salt y^p rodrugroi^ ^ olvate thereof, wherein: 
R3 is hydrogen, methyl, perfluoromethyl, methoxy, halogen, cyano or NH2; 
X is selected from the group consisting of ~0-, -0C(=0)~, -S-, -S(=0)-, 

-C(=0)-, -NRio- -NRioC{=0)-, -NRioC(-0)NRii-, -NR10CO2-, -NR10SO2- 
-NR|oS02NRn"', -SO2NR10-? -'C(=0)NRio-* halogen, nitro, and cyanOj or X is 
absent; 

Z is selected from O, S, N, and CI^ - wh e reiB -w h e a "g4s 4?R ao, "S a id ^^^ ^^ 

form an optionally substituted bicydic aryl or hctcroaryl with R4 and Rg f 

Ri is selected from the group consisting of hydrogen, --CH3, -OCH3, -SH, 
-SCH3, -0C{=0)R2h -S(=0)R22, -SO2R22, -SO2NR24R25, "C02R2b 
-C(-0)NR24R25, -NH2, -NR24R25, -NR21SO2NR24R25, -NR21SO2R22, 
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-NR24C(-0)R25, -NR24CO2R25, -NR2iC(=0)NR24R25, halogen, nitro, w and 
cyano; 

R2 is selected from the group consisting of : 

a) hydrogen, provided that R2 is not hydrogen when X is -S(==0)-, -SO2-, 
^NRioC02-. or -NR10SO2-; 

b) alkyl, alkenyl, and alkynyl optionally substituted with up to four R26 or 
pentafluoroalkyl; 

c) aryl and heteroaryl optionally substituted with up to three R27; and 

d) heterocyclo and cycloalkyl optionally substituted with keto (=0), up to 
three R27, and/or having a carbon-carbon bridge of 3 to 4 carbon atoms; w 
and 

e) R2 is absent if X is halogen, nitro or cyano; 
R44sHsnb stituted aryl, aryl substituted with NHSOaallcyl, sub s tituted 

7 - 11 mcmbcrcd saturat e d oy - na i^ atttmted carbocydic or heterocyclic ring, 

•fXKvi 

R § is hydrogen^ allcyl, or substitntcd allcyl, except when Z is O or Rs is 
abs e nty 

or alternatively^ 

(ii) R4 and R e- 
memb er e d aryl or heteroaryl; 

the portion -Z(R4)(Rg) is selected to be 
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is selected from the ^roup consisting of hydrogen, alkyl, substituted alkyl, aryl, 
substituted aryl, heterocyclo, substituted heterocyclo, "-NR7R§, -OR7, w and 
halogen; 

Rio and Rnare each independently selected jfrom the group consisting of hydrogen. 

alkyl, substituted alkyl, aryl, substituted aryl^ cycloalkyl, substituted cycloalkyl, 
heterocyclo, and substituted heterocyclo; 

R7, Rg, Rzu R245 and R25 are each independently selected from the group consisting of 
hydrogen, alkyl, substituted alkyl, aryl, substituted aryl, heterocyclo . and 
substituted heterocyclo; 

R20 is selected from the group consisting of hydrogen, lower alkyl, w substituted 
alkyl, or R20 may be absent if the carbon atom to which it is attached together 
with R4 and R5 is part of an unsaturated bicyclic aryl or heteroaryl; 

R22 is selected from the group consisting of alkyl substituted alkyl, aryl, substituted 
aryl, heterocyclo, w and substituted heterocyclo; 

R26is selected from the group consisting of halogen, trifluoromethyi, haloalkoxy, keto 
(=0), nitro, cyano, -SR28. -OR28, -NR28R29, -NR28SO2, -NR28SO2R29. -SO2R2S. 
-SO2NR28R29, -CO2R28. -C(-0)R28 . -C(-0)NR28 R29. -OC(-0)R28 , 
-OC(-0)NR28R29, -NR28C(-0)R29. -NR28CO2R29. =N"OH, -N-0-alkyl; aryl 
optionally substituted with one to three R27; cycloalkyl optionally substituted with 
keto(=0), one to three R27, or having a carbon-carbon bridge of 3 to 4 carbon 
atoms; and heterocyclo optionally substituted with keto (=0), one to three Rii, or 
having a carbon-carbon bridge of 3 to 4 carbon atoms; wherein R28 and R29 are 
each independently selected from the group consisting of hydrogen, alkyl, 
alkenyl, aryl, aralkyl, Cs-Tcycloalkyl, and Cs^yheterocycle, or may be taken 
together to form a C3-7heterocycle; and wherein each R28 and R29 in turn is 
optionally substituted with up to two members selected from the group 
consisting of alkyl, alkenyl, halogen, haloalkyl, haloalkoxy, cyano, nitxo, amino, 
hydroxy, alkoxy, alkylthio, phenyl, benzyl, phenyloxy, and benzyloxy; and 

-4- 
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R27 is selected from the group consisting of alkyl, R32, and CMalkyl substituted witli one 
to three R32, wherein each R32 group is independently selected from the group 
consisting of halogen, haloalkyl, haloalkoxy, nitro, cyano, -SR30, -OR30, 
-NRsoRsb -NR30SO2, --NR3oS02R3h -SO2R30, -S02NR3oR3h -CO2R30, 
-C(=0)R3o, "C(=0)NR3oR3b -OC(=0)R3o, -OC(-0)NR3oR3i, ™NR3oC(-0)R3i, 
-NR30CO2R31, and a 3 to 7 membered carbocyclic or heterocyclic ring optionally 
substituted with alkyl, halogen, hydroxy, alkoxy, haloalkyl, haloalkoxy, nitro, 
amino, or cyano, wherein R30 and R31 are each independently selected from the 
group consisting of hvdroeen. alkyl, alkenyl, aryl, aralkyl, Cs-Tcycloalkyl, and 
heterocycle, or may be taken together to form a Ca-y heterocycle. 

2. (Currently Amended) The method of claim 1 comprising administering to the 
patient at least one compound having the formula (I), or a pharmaccutically 
accoptttblo solt > prodrug or solvate thereof^ according to claim 1 wherein: 
Ra is methyl, -CF3, or -OCH3; 

X is selected from the ^roup consisting of -C(^O)-, -NRio-, -~NRioC(=0)-, 

-NR10CO2-, -NR10SO2"-, -SO2NR10-, and -~C(=0)NRio-, or X is absent; 

ZisN; 

R2 is selected from the group consisting of hydrogen, Ca-ealkyl, CMalkyl substituted 
with up to four R26, pentafluoroalkyl, er and aryl w and heteroaryl wherein 
each of the arvl and heteroarvl may optionally be substituted with up to two of 

R27; 

R4 i s phenyl substitut e d with oa e- R ta ^nd zero to t hr ee R t^t 
I^«Bd Rio independ e ntly me is selected from the group consisting of hydrogen and 
lower alkyl; 

Ri2 is selected from the group consisting of carbamyl, arylsulfonylamine, er a^d 

ureido, each of which is optionally substituted with up to two of hydroxy, alkyl, 
substituted alkyl, alkoxy, aryl, substituted aryl, and aralkyl, or 
alkylsulfonylamine; 
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Ri3 at each occurrence is independently selected from the group consisting of alkyl, 
substituted alkyl, halo, trifluoromethoxy, trifluoromethyl, -0Ri4, -C(=0)alkyl, 
-OC(==0)alkyI, -NR15R16, -SR15, -NO2, -CN, -CO2R15, -CONH2, -SO3H, 
-S(=0)alkyl, -S(=0)aryl, -NHSOz-aryl-Rn, -NHSOa-alkyl, -CONHR17, and 
-NHC(=0)NHRi7; 

Ri4 is hydrogen, alkyl, or aryl; 

Ri5 is hydrogen or alkyl; 

Rieis hydrogen, alkyl, aralkyl, or alkanoyl; and 

Ri7 is hydrogen, hydroxy, alkyl, substituted alkyl, aikoxy, aryl, substituted aryl, or 
aralkyl. 

3. and 4 (Cancel). 

5. (Currently Amended) The method of claim it 2 comprising administering to 
tiie patient at least one compound according to formula (1) hoving the forrottia (11); 



or a pharmaceutically acceptable salt , prodnig> or solvoto thereof, wherein: 
R3 is methyl or CF3; 

X is -C(=0)NRio- -NR,oC(-0)--, or -C(-O)-; 

Ri is hydrogen, -CH3, -OH, -OCH3, halogen, nitro, or cyano; and 

Yis C(-0)NH , NHC(-0)NH »or NHSOa ; 

Rio is hydrogen or lower alkyl t 



(Rl3)< 
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Rj ^ i s s elected from hydrogen^ ancy l» a t lio a cy, ar;^!, and aryl substituted with one to 
titapefrj ^, except that when Y is -NHSOit , B4 »-ifr^4. 4nUcyli aiyl or aryl 

i^a Js attached to any avaihtble carbon atom of phenyl ring A and at each 

occurrence is independently selected from aUcyl, sub s tituted ant>i, halo, 





Rj4^^R4SvRi^and4^T ^rc hydro ge n or a l l ^ H 




nrcido» nitro» cyano» carboaiy, carboxyalltyl, carbamyl, alkoxycarbonyl» 
allQlthiono» ar}1thiono» arylsulfonylamine, sulfonic acid» ali<ysulfonyl» 
snlfonamido, and aryloxy» wherein each group R t » may bo further 



6. (Currently Amended) The method of claim 3 2, comprising administering to 
the patient at least one compound having the formula I wherein Ra is selected from the 
group consisting of NrR^.¥Rin) and R?h to give compounds of formula (la) or (lb): 



R4\ /R5 





aa) 



(lb) 



or a pharmaceutically acceptable salt , prodrug or s olvat e thereof, wherein: 
R3 is methyl or CF3; 

R2a and R2c are each independently selected &om the group consisting of hydrogen. 
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C2-6all£yl, substituted CMalkyl, aryl, substituted aryl, benzyl, and substituted benzyl; 
R2b is heterocyclo or substituted heterocycle; and 
Rio is hydrogen or lower alkyl. 

7, to 11 (Previously cancelled). 
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